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70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 
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I. Basis of the report 



1. With regard to the elements of the international application:* 

|X~| the international application as originally filed 
| [ the description: 



pages 
pages 
pages 



_ , as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



as originally filed 



, as amended (together with any statment) under Article 19 
, filed with the demand 



_, filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language English which is 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
jx"] the language of publication of the international application(under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination(under Rules 55 2 and/ 
*— J or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

[xj contained inthe international application in written form. 

filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 
| | furnished subsequently to this Authority in computer readable form 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disc losure in the 
international applicationas as filed has been furinshed. 

\ | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



«■ □ 



The amendments have resulted in the cancellation of: 
□ the description, pages 

I I the claims, Nos. 

| | the drawings, sheet 



[ I This report has been established as if (some of) the amendments had not been made, since they have been considered to 
go beyond the disclosure as filed, as indicated in the Supplemental Box(Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this opinion as "originally filed." and are not annexed to this report since they do not contain amendments (Rules 70 16 
and 70 17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



I . Statement 

Novelty (N) Claims 1-5. 7, 9-11, 13, 14 yES 



Claims 6 > 8 > 12 



NO 



Inventive step (IS) Claims 1-5, 7, 9-1 1 YES 

Claims 13, 14 ^jO 

Industrial applicability (IA) Claims 1-14 YES 

Claims nonc NO 



2. Citations and explanations (Rule 70.7) 

The following document is cited in the International Search Report:; 

Dl : WO 98/01535 (Novo Nordisk A/S) 15 January 1998 
Novelty 

Claim 6 of the present application relates to a Hansenula polymorpha mutant strain 
having reduced yapsin act i vi ty by mutat ion of HpYPSl gene encoding Hansenula polymorpha 
yapsinl. 

Claim 8 relates to a recombinant Hansenula polymorpha strain expressing a foreign 
protein which is prepared by introducing gene encoding the foreign protein to the 
Hansenula polymorpha mutant strain according to claim 6. 



Dl discloses a method for the production of polypeptide in yeast by culturing yeast 
having reduced activity of Yap3 (YPSD which can be selected from the group comprising 
Hansenula polymorpha (see claims 1, 2, 5 and 35 of Dl). Therefore, claims 6 and 8 are 
not novel because Hansenula polymorpha mutant strain having reduced YPS1 activity by 
mutation of gene encoding YPS1 for the production of foreign polypeptide is disclosed 
in Dl (PCT Article 33(2)). 

Claim 12 relates to a process for preparing and isolating a foreign protein by 
expressing the foreign protein, in the yapsinl deficient Hansenula polymorpha strain 
according to claim 8. ^.^ 

Dl discloses the production of a foreign protein in yeast lacking Yap3 protease 
activity (see Claim 3 of Dl). Therefore, claim 12 is not novel (PCT Article 33(2)). 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 

Continuation of: 
Box V 

Inventive Step : 

Claims 13 and 14 further define the protein in the process according to claim 12 as having a basic or dibasic amino 
acid residue which can be cleaved by yapsinl, preferably human PTH, human serum albumin or albumin fusion 
protein. However, the protein in claims 13 and 14 is arbitrarily selected and IPEA cannot find any particular technical 
features. Therefore, claims 13 and 14 are considered to lack an inventive step (PCT Article 33(3)). 
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